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United States of America, of 345 Park 8irfpeiitaaxmeasa t«^ceffletttformo^^^ 

5 a™ New Yock, State of New York, 1002Z. or meipMidiiWi It is «»foff»^. 

UdKd States of America, do hereby dedatc <»^^ ^ ^ 1^"'*^,"' ^^^3 55 

invention, fot which w ptay that a patent Uttraam to be addictive a^d/or eupbow ard 55 

Say be gmAtcd to us, and the method by subiectod to abuse by ^^^1 

which it is to be peffonned, to be par- tioiL Fotthetmor^ some of these agents tave 

10 ti«My d^cribed io%nd by the following ™f f ^^^^^^^^^^t^f't'^ie^ 

'^fflnUntioa relates to an analgetic com- enforcemeat agendes and others in the metod « 

portion Sning naloxone. tmdes that a substannal^ large amount ^ 

Dtok abuse has almost become a way of the stroag analgetics destined for legitimate 

15 Ufe to a rapi^y growing segment of the medicinal use become diverted by dishonest or 

world popSon! ?pecialy i the Unted '^relKS banding. Ih most ussmces A^^^^^ 

States. ftLs becJmcl.e vogue of maayofAe P-ds are otomed by ^^^^^ 



addict by theft or casual prescribing practice 
by the i*ysiciaii. 

It is known from experience that the true 
narcotic addia. must feed his habit by ae 
narenteial route iftaainlininE) to obtain the 



younger generation to experiment _ 
type of drug that will produce an emonoaal, 
20 psychological, euphoric, depresave or generally 

''^^Sf iu'S'So^ ~nly employed for -fiome'.^mainlini^) to^PbUin Jte 

su4 Mdt purposes include the baibitmates, «f^<>n»?,fff«,"^ ^S^^f^hl 

^Trric acid diethylamide (LSD), mescaline, or thrili-seefcer wiU also ^exP«^<^ 

25 Sh^na rtetrahvdrocaanabinol), strong same maoBer. Unfortunately, a subaanbal 

feRf^S^ODddne, morphine! amount of the legitimate strong analgrt.cs 

m^Se pfopS^ne [Damn] meth- fonnubt«iJn o«d dosage fpm ^ tomed to 75 

rdonTTbydrocodekone and pentazocine, the parenteral use and ab.^- Smce Ae o«! do^ge 

ceS neirvous system stimulants (e.g. the fj^' f £"S^St^leC 0! 

30 amphetemines) and some of the major and cfaannds must paraitmtly P/° 

Sr tranquilizers (e.g. the promazines, duce the draued ei^hona, it follows that if 

™baS and the diazepines). IWost of these wa^ dosage forms are m some way 80 

A^^pounds are comSionly used in rendered inactive or impl«ismt for pa^ 

Sci^for the legitimate tiiaiment of use of adduct or potentiai addia wiU be cut 

35 ^oS^™n<SriorsandCore have a limited off from Mb par&«Iar supply of euphorenc 

avaUability in our society. Wlule these agents drags. . ' . , ^ ,„ 1 M m 

are a neossaxy part of modem medicine, it Naloxone, cfc^caUy m 1 - N - 8S 

would teSy desirable either I) to pio- allyl - 1,4 - Mg^jnorMydrom^iim^ 

r« new dnip that do not possess drug abuse (Meiti In<te, 8tit Ed., p. 712, JWet^S ^. 

40 BOMtial or 2) to "denature" the old agents to Bahway, New Jersey; U.S. Patent No. 

Kt to aficit use. The phatma^aticaJ 3,254,088 11966]). . s a potent narconc 

Eidusttv baTbeen striving to achieve the fii« antagomst when admioisieKd parentetally and 90 

Zlfo^r many7c^™t most regrmbly has as such is ^J^*^^^Y'?f^ 

Zy achieved very moderate success. If one overdosage or for the detector of addicuon^ 

45 &s on the strong analgetics, it becomes However, wfnfc naloxo« is «time y potent 

apparent that mudi effort and money has been Vi^'«^y. if T?^"^ '^°J^?^ 

Sdai to produce diemicals possessing good 2J mg. will produce narcoQc withtow^ 95 

Stic acavity but UtJfc orno addidfvt symptoms m the addict or have a narcooc 
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rEveml efiecE in an overdose situation), the for oial administration ts abused by 

compound imsst be administered in quantities paraitml administiation. 
200 to 400 times greater Has. iher paienteial Accordingly, tibe pcesent invention provides 

dose to obtain the same effect oaSfy. It Is an analgetic composition in oral dosage fonn, 

5 known that the comanpoxaneous paitaitcral which composition comprises aa orelfy active 70 

administration of equivaleat therapraidc doses strong analgetic agent and an amount of 

of naloxone and an etiphoretic naiootic or naloKojiK: suffident to negate the analgetic 

narcotic-like anal^cvriUoeptetiieaiialgieiic aad/or enphoiic action of the composition 

and «i]^ietic eSect in tbe nonnal htdlvidnal opoxi paienteml adnunistration h& insufficient 

10 and the euphoric and/or maintaiaiicc effect ta,it«gate the analgetic and/or esphotie ecticn 75 

of the analgetic in the addicL . . .o^ the compositiion ttpon oral administtBtion. 

Many intcKhangeablc tenns aie cwnmonly By the term "strong analgetic ageat^ (or 

used to described the psydtic or physical "cuphoretic analgetic?') as used herein is meant 

dependence of peoplt upon drugs. The term a narcotic or narcotic-fike analgetic whidtuwn 

IS addition is most commonly used when talk- parenteral administiation is capable of main- 80 

ing about the strong analgetics. The' strong taining or paitiaUy maintaining a person 

analgetics, in contrast to the weaker agents addi«ed to an addictive analgetic such as 

such as aspirin and acetaminophen are heroin without substantial withdrawal 

employed in the relief of more severe pais.' syiDptoffls. 

20 They usually produce a e»pbi»ic effect on By comtU^ a parcnterally elective but 85 

pBinueial administiation. oaXfy ineSiectiTO dose of naloxone with an oral 

Addicdca cbb dcvdop to bailntuiates and analgetic dose of an oialiy effective strong 

stmig mialraiic agents^ b the sense of the aaalselic it is posdUe to avoid interference 

term "addiotian" as defined by the Cwnmittee vrfth the anal^c efflect of the analgetic upon 

25 on Problems of Drag Dependence of The oral administiatioa while, at the same ilmej if 90 

National Research Council, formerly known as any of the oral dosage form should be diverted 

the Drug Addition Committee of The National into the hands of the addict or potential addid^ 

Research Council, namdy, a state of periodic the composition when iujected parenteraUy 

or chronic intoxication detrimental to the would not produce any gnalgcria, euphoria 

30 individual and to society, produced by the and/or physical dependency and, in an addict 95 

repeated administtarion of a drug, its charac- would, m fact, actually cause some with- 

teristics are a compulsion to take the drug and diawal symptoms. 

to increase the dose, with the development of Examples of some rwresentative orally active 

p^dtic and sometimes phydcal de^oideace Otmg analgietics and their preferred oral 

35 on the effects of the drug, so that tfee devel*^ dosage ranges are ; mepctidene (50—250 mg.), 100 

meat of means to continue the adnonistratioa oaymotplione(5— 25 mg.), alphaprodinc (50 — 

of the drug becomes an iatipottsnt nwtiire ia 250 mf.)> _ anileiidine (25—150 mg,), 

the addicts esisteotx. dextromoiamide (S — 25 mg.), deitroprc^ioxy- 

Addiction to the stnsjg narcotic or narcotic- phSnc (32—150 mg.), mcthEdonc (5—25 rog.), 

40 like analgetics often occurs by the legitimate raetopbn (3—15 mg.), levorphanol (2—10 105 

chronic parcntersl administration of these mg.), phmazodne (2---10 mg.), etoheptazine 

agents in the alleviation of deep pain. iWore (100—500 mg.), propiram (50—500 mg.), 

commonly, however, addiction to these agents profadol (20—250 mg.), pheaamproraide 

occurs when the psychologically uabalancwi or (50^250 mg.), thiarabuCene (20—150 mg.), 

45 thrill-seekiag individual looking for an escape pentazocine (20 — 200 mg.), pholcodeinc (25— 110 

from the realities of life finds his escape in 250 mg,), codeine (15—150 mg.), oxycodone 

the euphoria produced by the parenteral (5 — 50 mg.), dihydtocodeinone (5 — 100 mg.), 

adtninisttation of strong analgetics. Euphoria is hydromorphone (10—100 mg.), fentanyl 

generally defined as a feelmg of wdl-being. (0.5 — ^10 mg.), 3 - trans - dimethylamino - 4 - 

50 Euphoria can be produced ia many waysi Cig., phenyl - 4 - trans - carbethot^ - A' - cydo- 115 

through an exhilarating experience w Hie use hexene (50—250 mg,), 3 - duneihylamino - 

of alcohol, stimulants, depiessaiits and O - (4 - methoscyphcnylcarbamoyl) - pro- 

narcoiics. For the purpose of this qredfioation, pic^ihenonc oadme (25-150 mg.), (—);!■ - 2' - 

"euphoria" is defined as an abntamal state of nyiiroxy - 2,9 - dimethyl - 5 - phenyl - 6,7 - 

55 v/cU-being produced by the paicateiBladminis- benzomorphan (10—150 mg.), (— )2' - 120 

nation of strong analgetic agents. hydoxy - 2 - (3 - methyl - 2 - botenyl) - 9 - 

We have now fomtd that by using a com- methyl - 5 - phenyl 6,7 - benzomoiphan 

bination of naloxone and an analgetic agent (20 — 300 mg.) pirinitramide (10 — 150 mg,), 

there can be produced a potent, orally {~)a. - 5,9 - &thyl - 2' - hydroKy - 2 - 

60 effective, but pareaterally inactive analgetic memyl - 6,7 - benzomorphan (50—250 mg.), 125 

compostion Aat has essentially no drug abuse ethyl 1 - (2 - dimethylaminoethyl) - 4^,6,7 - 

potential, i.e. a compositiati whidi las tetrahydro - 3 - methyl - 4 . oxo - 6 - 

effea of prerostiDg the analgesia, eiqihoria pfeejaylindote - 2 - caxboxylate (50—150 mg,), 

and/or physical dependence resdlit^ when an 1 - benzoyhnelityl - 2,3 - dmietiiyl - 3 - 

65 otaUy active stamg analgetic agent im^ided (m - hydnuypheny^ - piperidine (50—500 130 



3 1^53^15 . 

me.). N - sUyl - 7c - (1 - (R) - hydroxy - from the literature or in bur labojatorira. It 

1 - methylbutyl) - 6,14 - endo - etiteaotetta- has been found tiat dse parehtet?! admuustia- 

ijydroaoiripavine (50—250 nig.), C~)2' - tian of one part by weight of naloxoae wdi 

hydrosy - 2 - methyl - 6,7 - bamampbm efficiently and reliably negate (cminteract) &t 

5 (50—250 meX noiacylmethadol (lO-lSO parenteral efiect of up to about 400 parts of 70 

fflg.) phenoperaiae (5-100 mg.), a - d! - mependme, 4 parte of oximoiphone^ 130 pam 

mlfiadol (5-25 mg.J, ^ - dl - meaadol (35- of atorDdm^ 120 paite of «i"ted.nj 20 

250 mgX « - 1 - inetbadol (2-15 rag.), parts of destromoiamide, 120 parts of 

fi - dl - acetylmetbad&l (1—10 mg.), a - 1 - deKtropropoxyphene, 25 ^rte of meftadoa^ 

10 aeety!ratehadol(l-10mg.)and^-l -acetyl- 3 parts of metopon, 8 ]^ <rf kvomh^^ 75 

methadol (2-2^ mg.). parts of phenaxocm^ 600 pans of etoheptazm^ 

When tie teim naiome or die name of a 200 parts of ptopitam, 80 parts d profsdol. 

strong auaigetic agent is used henan, it Is to 4W) Mrs of phenamprormd^ 100 parts of 

be tiideist^d that any and an the phanaa- i«a«V^'?.80P«»°* P«^'?==?°»^„t°^ ^ 

15 wQticaUy acceptable n4t«ric salts ftieoiftK of pholcodiD^ 150 parts of c»demj M 80 

CTtraci ^the term. Such sate iactadc, OKJtodw^ 25 parts of diydroeodemon^ 8 

^oagst othU the hydrochlorides sdfetwi p^s ^J^^^^"^^' 
bisulfates, tartrate^ nitrates, dm H- ^-^^^^^ 'Z' 

tarttat^ phosphates, malates, inaleates, ph=«yl " i " »^ lAi " ^„ 85 

20 hydrotomidcs, hydroiodldes, fumarates, teicne, 60 vms of 3 - to^ylanuno - 83 

malates, hydiobromides, hydro- O - (4 - metho3m.henytorbmoyl) - prc^io- 

iodides/fmnarates, and succftiates. . phenone emus, 50 parts of (-)^ - 2 - 

The corapositiSis of flte present invention hydroxy - 2,9 - diethyl - 5 - phenyl 

are madeby^g an orally inefiective but benzomotphan, 130 parts of (-)2' - hydrc^ - 

25 p^trfe&^fdoseofitoaewithan 2 - (3 - methyl - 2 - butenyl) - 9 - ine^yl - » 
S acti?e strong analgetic. The mlozone S.- phaiyl- 6,7 - b«i^morpton SO p«| o 

and strong analgetic arc preferably combined pirmitraim&, 50 Parts of (--> - y 
to aSs of about 0.1 mg, t^ about 10 diethyl - 2' - hydto^ - 2 ' - 
mg, and most preferably about 0.1 mg. to ^^^i^i, 50 par« rf eihyll 

30 7lm2.S mg., °i nalo'^one P« "^5s<=t^= dunethykinmoethyl) - 4A6,7 -J^J^ 
dow of active strong analgetic 3 - meAyl - %^'>-J^ -J^^^^^,: 

The composiiions of the present invention 2 - carboxylate. ,200 parts of 1 - BKOZoyl- 
caa be formulated into any of the known methy^^ Zii. - dnnethy - 3 - (m - hytoy- 
Sfar^ceutical fonns for oral administratioB^ phenj4 - ^P^^^^ f fiu^J I loO 



Sru« as an aniispasmotic in the gastro- 10 to 100 parts f J*"^^«?VnbnlJ^k^ 



phenyl - taibanuni) - pnmiopheoQiffi oxime, a swiidi so tlmt both the light and tinier can 
5 to 50 parts of - 2' - hydroxy - 2,9 - be tamed on and off amultaneousJy, When 
dimethyl - 5 - pheaij^ - 6,7 - benzomorpfaan, die rat quiets down, the light and timer ate 
13 to 130 parts of (— )2' - hydroxy - 2 - turned on "and the operator watches for the 
5 (3 - methyl - 2 - butenyl) - 9 - methyl - responscj which is a cbaiacteristic ilick of the 70 
5 - phenyl - 6,7 - benzotaorphan, 5 to 50 tail. The response, in the control period for 
parts of pirinitiamide, 5 t» 50 parts of (—)« - die mtreated rat is usually about 3.5 seconds. 
5fi - diethyl - 2' - hydroxy - 2 - methyl - Bats weighing between 160 to 190 giaias hsK 
6,7 - benzoraoiphoian, 5 to 50 parts of ethyl been found most unifonn in response in the 
10 1 - (2 - dimediylaramoethyl) - 4,5,6,7 - tetia- control and treated trials. _ _ 75 
hydro - 3 - tnediyl - 4 - oxo - 6 - phenyl- An example of one experiment is the deter- 
indole-2-carboxylate,20to200paitBdEl- mination of the parenteral ratio for oxy- 
Bcnzoyimethyl - 2,3 - dimethyl - 3 - (m - nwaphone uj rats. , , . ^ ., 

hydioxyphenyl) - piperidine, 0.1 to 1 parts of Untreated rats produced the dcared tail- 
15 N - aflyl - 7a - (1 - (R) - hydtosty - 1 - flicl^ in 3.5 seconds. A differing amount of 80 
raethylbatyl) - 6,14 - endo - ethenotetra- ragnnoiphone hydrociloridc was administEred 
hydronororipaxine, 14 to 140 parts of (— )2' - subcutaneous!? to a sequence of rats to dcter- 
hydioxy - 2 - methyl - 6,7 - benzomoiphan, 5 mine the minimum quantity of osymorphone 
to SO parts of noracyhnethadol, 2 to 20 parts hydrochloride necessary to delay the "tail- 
20 of phenoperidine, 2.S to 25 parts of a - dl - flick" till 7 seconds. The amount required was 85 
methadol, 40 to 400 parts of fi - dl - methadol, 0.22 mg./ltg. body weight 
0.3 to 3 parts of a - 1 - melhado!, 0.8 to 8 A series of tats so treated with oxymoiplhotB 
parts of - dl - acetyl - mediadol, 0.8 to 8 hydrochloride were then challenged with vary- 
P9tts of « - I - ace»toethadol of 0.4 to 4 ing doses of subcutaneously admimsteted 
25 parts d B - 1 - ac^mediadol. naloxone hydrochloride to determine the mini- 90 

It has also been establidied tiiat naloxone nwm quantity of naloxone diat would corn- 
can be adnu'nistwed orally in a quantity up pletdy negate the analgesia produced by the 
IB about tea times the miiumal parenteral dose oxymorphone. The quantity required was 
required to abolish pareatecal activity of die 0.025 mg./kg body weight. The parenteral 
30 oMlEctic without aboMshiag the wal acdvity naloxone/analgetjc ratio is ffierefore approxi- 95 
of the analgetic, e.g. I part naloxone per 40 matdy 1 part nateone hydrpchlonde to about 
Darts men>nidine or 1 part naloxone per 0.8 9 parts of (symoiphone hydrochlonde, 
kits phemodne. Oace it was estaWiahed that the parentenl 

Working from these parenteral ratios which administration of 1 part of nalMnBe would 
35 define the minimum efficient and reUable cwnpletely negate ffie analgenc activity of 100 
parenteral dose of naloxone required to negate about 9 parts of wMaoiiaionCi _ it was 
the parenteral dose of the analgetic agenti necessary to detenniae how the ratio would 
other experiments have been conducted to worit when the rombmanon was admmistersd 
determine the largest />«««Jfld and wawjmteal orally. „ j ^ me 

40 quantity of naloxone that can be administered A series of starved rats were orally dosed by 105 
orally per oral theapciitic dose of the analgetic stomach tube with varymg quantities of 
Ment wlthoitt aboBshtog the oral effect of the oxymorphone to determine the oral dose of 
wafgedc »WDL It was found that the Mie can oxymorphone necessary to produce a tad- 
safelyadmim'ster naloxone orally in a quamiiy fiicfc" response of 7 seconds. The dose of 
45 up to about 10 times the tninunal parenteral oxymoiphone hydrochloride was dissolved ra UO 
dose necessary to aboUsh parenteral activity 20 mL of water per kg. of body wei^t It was 
of the orally effective dose of the analgetic, determined that 50,mg./Kg. otaUy produced 
It is cmphaazcd here that it is frequently the desired "tsil^flick" regionse m 6 of 6 rati 
possible to orally administer more than 10 A dose of 25 mg./kg, ptodoced the desned 
50 times the minimum parenteral dose of the response in 5 of 6 tats. 115 
naloxone without aboHdsing ae *Hal analgetic A composition of 1,1 pams of nalowme 
hydiDchtorute Biid oai^oipbone hydiocblonde 
The "tat tail-flick" nieliwd was used in mii' WM pretaied conteinmg 0.1 gtara oftt»toOTe 
laboratory to dctetmine tibe mlmae HQ and 1.0 gram of ojcymotpnone HU 
55 analgetic ratios of some of Ae cuphwetk; (1:10 ratio). 120 
analgetic agents. The method aSffptei for use A dose of 27.5 mg-As- of body vreight of 
is that originally described by IVAmotir and the aborc compoation dissolved in 20 ml. of 
Smith Q. Pharmacol. Expcr. Therap. 72:74, water was adminisKxed by stomach tube. Six 
1941) in which a heat lamp is focos^ onto a of 6 rats showed a "tail-fiidt" response of at 
60 rat's -tail and the elapsed time between onset least 7 seconds. When a dose 55 to^/k^ )25 
of the Udtt and a flit* of the tail is measured, was administered, 6 of 6 rats again Aowed 
The method conasts of holding the animal the desired analgetic efitect of at least 7 
either wrapping it in a towel or box ynth seconds. \ ^ ^ ^ -^.^ 

fte tail laying in a V-daped groove. The la. a smnlar experimrat t» ^t desaibed 
65 li^ and timw are coonected in series with abov^ it was detennmed dat 50 mg./I(g. of 130 
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phensswdne orally produced the desirtd "taU- mg. of (—> - 5,9 • diethyl - 2' - hydroxy - 2 - 65 

Aide" response in 5 of 6 rats. A dose of lOD methyl - 6,7 -. benzomoipbane. 

jng./kg produced the desired response in 6 1 mg. of naioxone to about 10 mg. of oxy- 

of 6 tats. moiphooe. 

5 A compDsitton of 0.64 gm. of nalostmse One especially valuable composition of the 

hydrochloride and phenazocine hydrobtomide presait invention is the orally active can- 70 

was prepared containing 0,04 gm, of naloxone bination of methadone and naloxone. This is 

HCI and 0.60 gm, of phenazodneHBr (1:15 particularly so because of the recently 

tatio). acknowledged and accepted meilwd of treating 

10 A dose of 53.3 mgi;g. of body weight of the former narcotic addicts with methadone. The 

above ccwiposition Sssolvfd in 20 ml. of water regimen of treatment involves the oral dosmg 75 

was administered by stomadi tube. Six of 6 of the addict one or more times a day with 

lats diowed a "tail-flick" response of at least a maintenance dose of methadone adequate to 

7 seconds. When a dose of 106.6 rag.kg. was prevent narcotic craving. One major disad- 

15 administered, 6 of 5 rats again showed the vontagc of the program is the necessity of ilie 

desired analgetic effect of at least 7 seconds, former addict to report to a iieatment center 80 

In further experiments with phenazodne "^".^^ mor. times a day to recdve h»s 

KLrolSon^L'^Z^^^^^^ ri^fS^dllbeTrLe^cfrTeairffi^r 

20 mi^Ta^igSc p^ScKlfpS to prevent its div^ion into illicit channels 

J J where ft can be;, abased parenterally so as 85 

duced analgesia upon oral admrnfettatifflj. ^ ^^^^ ^ ^^^^^^^ ^^^^^^ 

The conclusion can tbeicfim be diavni that vcould not be so if the composition of the pre- 
a parenterally^ antagonistfc dose of_ nalorone invention were to be employed. As 

can be admimstfired orally wiihotit interfering explained above, the naloxone-methadone com- 

25 vrith the aoalgstic effect of the orally posiUcm would be orally active but could not 90 
adrainisteced analBietlc. diverted to parenteral use because of the 

Applicants adtnowledge the possibility of presence of the narcotic antagonist, naloxone, 

different naloxone/analgetic ratios due to It would therefore be possible to siyply _«ti 

species difference^ e.g., rat versus man. For addict with sevaal day* supfdy of his main- 

30 example, our laboratory studies show I part tenance dose of methadone without fear of the » 

. or patenteraUy administered naloxone hydro- composition being used is a manner odjw than 

chloride will negate the analgetic effect of that intended. 

about 9 parts of parenterally adaunistered The invention includes a method M pre- 

OKymorphone hydrochloride in the lat How- venting drug abuse by parenteral admiiuKta- 

35 ever, it is reported in tiie literature that 1 tion of an orally active strong ana!gctic,_wliidi 100 

part of ndoxonc HCI parenterdly is required method comprises combining the analgetic with 

to negate the analgedc dfect of 4 parts of naloxsme to form a composition in accordance 

-tt HCI parentorally in man. with the invention. 

it was found that 1 part of The invention also includes a method of pro- 

„ .„.e parenterally could negate die effect dudng analgesia in non-human maramalE, 105 

of about 15 parts of phenaaodne HBr in tiie which method comprises orally administering 

lat, but the literature reports ttot 1 part of to the mammal a composition in accordance 

naloxone parenterally is lequinsl to atgrn the with the invention, 
effea of 8 parts of phenassodne HBr panaiter- The following Esamples illustrate com- 

45 ally in man, poations in accordance wifli the invention. 110 
Particularly preferred embodSments of the 
invention are compositions in unit dosage form 
which comprise; 

1 mg. of naloxone to about 2 to about 8 Naloxone _ 
50 mg. of phenazocine. MedtadoneH 
1 mg. of naloxone to obotit 5 to about 10 Lactose qs. » 
mg. of methadone. , " ■ 

5 mg. of naloxone to abotit 25 to about 

50 mg. of methadonei. Nabotone H, 

55 1 mg. of naloKone to abotit 30 to abont 65 PheMKocme Hjniiobromide 
mg. of dextroproposypbene. Magnesiiaa Steaiatt qs. 

1. mg. of naloxone to about 2 to about Com Starch qa. ad. 
8 mg. of levorpbanoi. 
1 mg. of naloxone to abont 10 to about Bxaaiple 3 

■ 60 40 mg. of profadol. Nakataoe Hydrodiknide 

1 mg. of naloKone to about 5 to aboitt 2S Meperidine HydiocMoridc 
mg. of (-)^ - 2' - hydttxsy - 2,9 - dinKflijS - . Com Staidi ■ 
S - phmyl - 6,7 - benzuraiKplian. _ 
1 mg. of nattoone to aboat 5 to about 25 Talc as qs. ad. 
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Naloxone Hydrochloride 
Methadone Hydrodiloride 
Lactose qs> at 



100 



Example 5 

NaloKone Hydiochkiride 0.4 &m 

Codeme Sulfate 30 gtams 
Magneshsn Stearate qs; 

Com Steicb qs.. ad. IQOO tablets 



DeEtrDpn3p0xypliene 

HydrocMoride 65,0 grams 

Lactose qs. ad. 1000 capsules 



NaloKone (or a salt thereof) .050 gtam 
ComphoratEd Opium Tinctare, 
U.S.P.J qs. ad. 100 ml. 



mei»pon, leveorplianri, phentazocin^ etohcpt- 
azm^ propiram, profadol, pheaampiomid^ 
siuambtttene, pentazocine, pholcodeine, 
codeiDei oscycodoni^ dihydrocodeioDoe, hydm- 60 
moiiplKJBe, fentanylj 3 - ttans - dimethyl- 
atnino - 4 - phenyl - 4 - trans - carbctiioxy - 
A' - cydoisEScne, 3 - dimethylaauno - O - 
(4 - moJiosyphenylcailjamoyl) - propio- 
ptanone oxime, (—)p - 2' - hydrosy - 2,9 - 65 
dluMllwI - S - phenyl - 6,7 - beresomoiphanj . 
{-)2' - hydroxy - 2 - (3 - methyl - 2 - 
butenyl) - 9 - methyl - S - plsenyl-6,7 - 
beuztanorphaii, pirinitranud^ (—)a - 5^ - 
diethyl - 2' - hydroixy - 2 - methyl - 6,7 - 70 
benaknorphan, ethyl 1 - (2 - dimethylamino- 
e&yi) - 4^,6,7 - tettahydro - 3 - methyl - 
4 - 6x0 - 6 - phenyl - indole - 2 - caiboxyJate, 
1 - henzoylmethyl - 2,3 - dimethyl - 
3 - (m - hydroxyphenyl) - piperidiae, 75 
N - aUyl - 7<t - (B.) - hydroxy - 1 - 



Example 
20 KaltKcote Hydrobromide 



lactose qs. ad. 1000 capsules 

le Hydrobromide 0.10 gram 



, , - 6,14 - endo - ethenotdia- 
ripavia^ {— )2' - hydroxy - 2 - 
methyl - 6,7 - beozomoiphan, noiacylmetitadol, 
pheaoperidine, <c « dl - itKitbadcd, ^ - dl - 80 
* 1 - mediwlol, j8 - «a - acctyl- 
I - acetyl - stetfaadol ot p - 



, 3, A Gtunpodtiaiii as daimed ia dami 1, 
whnein the alagetic Is mediadone, 
phenazodse, phenazorine, m^eridinej codeine, 



Example 10 
Naloxone Hydrochloride . 
(— )/3-2'-hydro!sy-2,9- 
30 dimeihyI-5-phMiyI-6,7- 



100 capsules dextropoxyphen^ camphorated optiun 
tincttjre, levoiphanol, profadol, oxymoiphone, 
(— )J8 - 2' - hydrosy - 2,9 - dimethyl - 
I 5 - phenyl - ^7 - benzomoiphan, or (— > - 
5,9 - dicth3i - 2' - hydroxy - 2 - methyl - 



qit. ad. 



^med in any one of 
tie pcect^Ung claiins cootalsit^ from 0,1 sag. 
o 16x1^. of naloxone per ana^c dose of tbe 



40 Haleaume Hydrochloride 0.1 gram 

Oxymorphone HCl 1.0 gram 

Lactose qs, ad. 100 capsule; 



45 form, which composition comprises as orally 
active, strong analgetic and an amount <^r 
naloxone sufficient to negate the analgetic 
and/or euphoric action of the: compositica 
upon parenteral administration but Jn- 

50 sufficient t& negate the analgetic and/or 
euphoric action of the composition upon oral 



S. A compodtiott as clannBd in daim 4 
conmining from 0.1 mg. to 2.S mg. of naloxone 
pcr"wjalgetic dose of the analgetic. 

.6..,'A aanpositioa as claimed in daim 1 100 
comprising by weight one part of naloxone per 
40 to 40D parts of merperidine, 0,4 to 4 parts 
of oxjTiicirphone, 13 to 130 parts of 
aiphaprocJine, 12 to 120 parts of anileridine, 
2 to 20 parts of dextromoraraide, 12 to 120 lOS 
parts of dexttopropoxyphene, 2.5 to 25 parts 
of methadone, 0.3 to 3 parts of metopoa, 0.8 
to 8 parts of lerorphanol 0,8 to 8 pacts ef 
phenazodne, 60 to 600 parts of ctobeptazinci 
20 to 200 parts of propitam, B to 80 parts of 110 
profadol, 40 to 400 parts of phenampromide, 
10 to 100 of ihiambatene, 8 to 80 parts of 
pentaocinc, 4 to 40 parts of phDloccine^ IS 
to 150 parts of codeine^ 2 to 20 parts of 
(oycodoae, 2 J to 25 parts of dihydro- 115 
codeinonei 0.8 to 8 parts of hydnomorphone, 
0.1 to 1 parts fentanyl, 15 to ISO parts 3 - 
trans - djmelijylamino - 4 - phenyl - 4 - 
trans - carbe^oxy ..a' - cfckihexese, 6 to 

" of 3 - dimetibylamino - O - (4 - 120 



1,353,815 7 

ojdme, 5 to 50 parts of (-)^- 2' -hydroxy- 25 mg. of - 2' - hydroxy - 2,9 - 45 

2,9 - diraetiyi - 5 - pheayl - 5,7 - benzo- dimethyl - 5 - phenyl - 6,7 - beuzomoiplmji, 

moiphan, 13 to 130 pam of (-)2' - hydroxy - 14. A cMnposition as dainsed m datm 1 

2 - (3 - meihyi - 2 - butcnyl) - 9 - methyl - which coraponses 1 rag. of naliawae » 5 » 

5 -pheiiyl-6,7-ben!;oraorphan,5tcK50parts 25 mg. of (-> - S,9 - diediyl - 2 - 

of pirinitramidei 5 to 50 parts of {-~)a - 5,9 - hydroxy - 2 - melii^ -6,7- benzomooatui. 50 



uluutyl - 2' - hydrosy - 2 - methyl - 6,7 - 15. A o — ^ - 

benzamorphan, 5 » 50 parts of ethyl 1 - (2 - which comprises l^.mg^ of naloxone to about 

dime&ylamsnoethyl) - 4^6,7 - teccahydro - 10 rag, of oxyiiioiT>hoae, 

10 3 - raelhyl - 4 - oxo - 6 - phenyltttdolc - 16. A compoatipn as ckimed in any one of 

2 • carboxykte, 20 to 200 parts of 1 - the preceding claims which also indiides 5 

benzoylmethyl - 2,3 - dimethyl - 3 - (m - aspinn, phenacetin, cafiemc, acctammophen, 

hydroxyphcnyl) - pipcridine, 0.1 to 1 parts of an aaahistamme, homatropme meAylbramidc, 

N - allyl - 7« - (1 - (R) - hydroxy - 1 - phenyMoxamine dtrate, a barbiturate or 

15 metbylbutyl) - 6,14 - eadocthenotetra- a mixture thereof. 

hydroaororipaviae, 14 to 140 parts of (-)2' - 17. A compositicm as dauned m <to 1 t 

hydroxy - 2 - methyl - 6,7 - bensxmioiphan, and substantially as hetembtfote desaSxii m 

5 to 50 parts of noiacylmethadol, 2 to 20 any one of Examples 1 to 7.^ 

parts of phenoperidin^ 2.5 to 25 parts of 18. A compoaiion as dsraied in dam 1 

20 « - dl - methadol, 40 to 400 parts of - dl - and substatttiafly as berembefoie described m 

methadol, 0.3 to 3 parts of <e - I - methadol, any one of Examples 8 to 12. _ < 

0.S to 8 parts of S - dl - acetylmethadol, 19. A method of producmg a composition 

0 8 to 8 parts of a - 1 - acetylmethadol or as eiaimcd in any one of the prccedmg claims, 

o',4 to 4 parts of fl - 1 - acctyUaethadoL whidi method comprises mWng an omUy 

25 7 A compoaiion as claimed in claim 1 iceffective but paicnterElly effective dose of 

which comprises 1 mg. or naloxone to 2 to naloxone witii an ajmlgetic dose of an ontlly 

8 me. of oheQazodne. active strong aial^c. . , , ^ 

8. A CMQposition as claimed in claim 1 20. A method of prevcntmg drug abuseby 
which comprises 1 rag. of naloxone to S to 10 parenteral admimstratiDn of aa orally acttre 

30 mg. of medmdone. «n«>S foalB^ey which method comwises 

9. A composdrton as daimed in cbim 1 aOTWntagtfieanateeticwith tialoxone to fom 
wHdi compi&es 5 mg. of aaloxoms i» 25 to a composition as clamied m any one of claims 
50 rag. of methadone. 1 to 18. , • • „ 

10. A composition as claimed in daim 1 21. A method of producmg analwisia m non- 
35 whicih comprises 1 rag, of naloxone to 30 to ruman mammals, which method 

65 me. of dKCtiopropoxypheae. orally administfring to the, mamma 

11. A composition as claimed in daim 1 poation as daimed m any one of dam 
whidi comprises 1 mg. of nalowme to 2 to to 18. . . . 

40 * fi: A SmpSS' as daimed in daim 1 ' BOULT. VaDE .& -mWANT, 

whidi comprises 1 mg. nalmame to 10 to 40 Camtered Patent A^ 

mg. of profadoL 7*i^%r^lS^ 

13. A compoation as claimed in claim 1 Looaon iAAh irvf. 

which comprises 1 mg . of naloxone to 5 to ' 
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